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1.0 SYNOPSIS

1.1 Study Title

A three-arm, parallel group, multicentre, double-blind, randomized controlled trial
evaluating the impact of GeneSight Psychotropic (GEN) and Enhanced-GeneSight
Psychotropic (E-GEN), on response to psychotropic treatment in outpatients suffering
from a major depressive disorder (MDD) and having had — within the current episode - an
inadequate response to at least one psychotropic medication included in GEN.

1.2 Objectives

The first primary objective of this study is to compare the efficacy of GEN to treatment as
usual (TAU) in improving response to psychotropic treatment in outpatients suffering from
a major depressive disorder (MDD) and having had — within the current episode - an
inadequate response to at least one psychotropic medication included in GEN.

The second primary objective for this study is to validate the clinical utility of the new
Centre for Addiction and Mental Health (CAMH) markers and demonstrate the superior
predictive capabilities of E-GEN as compared to GEN.

1.3 Interventions and Duration

Patient DNA will be collected for all participants and measured for variations in drug target
genes and in drug metabolizing genes. Subsequently, recommendations for optimal
choices and dose adjustments for the 33 most commonly prescribed antidepressant and
antipsychotic medications will be provided to participants randomized to the GEN arm.
This pharmacogenomics-based interpretive report will be provided to treating clinicians
of patients in the GEN arm of the study, allowing clinicians to use the report to support
their treatment decisions.

The E-GEN test incorporates into the existing GEN product new markers patented by
CAMH and licensed by Assurex that are predictive of side effect of antipsychotic-induced
weight gain (AIWG). The pharmacogenomics-based interpretive report from E-GEN will
also be provided to treating clinicians of patients in the E-GEN arm of the study, allowing
clinicians to use the report to support their treatment decisions.

Participants randomized to the TAU arm will also require collection of patient DNA. A
pharmacogenomics-based interpretive report will again be generated from GEN,
however, this report is not provided to the treating clinician until up to 28 days prior to the
completion at 12 months of the study at which point the report will be provided to the
participant. Therefore, patients in this arm will receive clinical treatment as usual, without
the use or knowledge of pharmacogenetics results by their treating clinicians.
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Research evaluation visits for all three arms will be completed at baseline, 4, 8 and 12
weeks. To capture long-term information, including comparison between GEN and E-
GEN, and each test with TAU, follow-up will also be conducted at 6, 9, and 12 months.
The information collected at months 6 and 9 will be by telephone interviews while
participants will return for a physician visit at month 12.

1.4 Design and Outcomes

A multicentre, double-blind, randomized controlled trial examining three different
treatment pathways. Participants will be stratified by outpatient treatment site. The
primary outcome measure will be change in HAM-D17 score between baseline and 8
weeks. Secondary outcomes will be measured by the 16-item Self-Report Quick
Inventory of Depressive Symptomatology (QIDS-SR1s), 9-item Patient Health
Questionnaire (PHQ-9), Generalized Anxiety Disorder 7-ltem (GAD-7) Scale, Clinical
Global Impression of Severity (CGI-S), Clinical Global Impression of Improvement (CGI-
), Clinical Global Impression Efficacy Index (CGI-El), changes to initial prescribing based
on availability of pharmacogenomic data, response rates to psychotropic medication,
remission rates, time to response/remission, Udvalg for Kliniske Undersogelser (UKU)
side effect rating scale, Frequency, Intensity, and Burden of Side Effects Ratings
(FIBSER), weight gain, EuroQol (EQ-5D) and Short Form (36) health survey (SF-36) for
quality of life, Pharmacogenetics in Psychiatry Follow-Up Questionnaire (PIP-FQ) for
physician’s attitude and experience to pharmacogenomic testing, healthcare resource
utilization and productivity losses, healthcare costs and cost-effectiveness of GEN, E-
GEN and TAU. Evaluation of early and long-term effects on primary and secondary
outcomes will be completed.

1.5 Sample Size and Population

This study will enroll 570 participants who present with moderate to severe MDD as
measured by a total score of 211 on the QIDS-C1s and 16-item Self Report Quick
Inventory of Depressive Symptomatology (QIDS-SR16), and an inadequate response
within the current episode to at least one psychotropic treatment included in the GEN.

2.0 ADMINISTRATIVE INFORMATION

2.1 Title

A three-arm, parallel group, multicentre, double-blind, randomized controlled trial
evaluating the impact of GeneSight Psychotropic and Enhanced-GeneSight
Psychotropic, on response to psychotropic treatment in outpatients suffering from a major
depressive disorder (MDD) and having had — within the current episode - an inadequate
response to at least one psychotropic medication included in GeneSight Psychotropic.
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2.2 Trial Registration

ClinicalTrials.gov Identifier: NCT02466477

WHO Trial Registration Data Set:
http://apps.who.int/trialsearch/Trial2.aspx? TrialID=NCT02466477

2.3 Protocol Version
Issue date: 2 May 2017  Version: 1.5

2.4 Organizational Structure
2.41 MaRS EXCITE

This evaluation is being facilitated through the MaRS Excellence in Clinical Innovation
and Technology Evaluation (“EXCITE”) program. The EXCITE program connects health
technology innovators with experienced, award-winning researchers to get the right
evidence and data needed to show the value of the technology and to facilitate
discussions with relevant health system stakeholders to determine what it takes to get
the technology adopted successfully. The goal of the program is to support the
evaluation of new health technologies to develop a robust evidence package that can
be used for both regulatory or licensing approval and reimbursement reviews and to
connect the innovators with the health system concerning conditions needed for

successful adoption of the technology.

2.4.2 Methodology Centre

Methodology Centres are responsible for overseeing the design and execution of
EXCITE studies.

Topstone Research is a specialty contract research organization located in Toronto,
Ontario Canada selected at the Methodology Centre for this study. Topstone provides

supportive research infrastructure for academic institutions and primary care physicians.
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The Programs for Assessment of Technology in Health (PATH), based at St. Joseph’s
Healthcare Hamilton, will be responsible for the economic evaluation associated with
the study, as a part of the MaRS EXCITE program.

2.4.3 Trial Monitoring Committee

The Trial Monitoring Committee membership will be comprised of 5 experts (clinicians,
scientists, and statisticians) that have relevant expertise and experience in clinical trials,
statistics and treatment of MDD but are completely independent of the conduct of the
trial, the Pls, the Trial Sponsor and/or the Trial Funders. The Pls may be asked to

attend open sessions of the Trial Monitoring Committee meeting.

The Trial Monitoring Committee is the only group involved in the trial that will have
access to unblinded data and its role is to review accumulating trial data (focusing on
ethical, safety and efficacy endpoints), quality of trial conduct, trial progress, and
compliance. It is also responsible for taking into consideration data emerging from other
related studies, and in turn making appropriate recommendations. The Trial Monitoring
Committee will agree on a Charter of Operations and the frequency of meetings as

appropriate.

3.0 BACKGROUND AND RATIONALE

3.1 Major Depressive Disorder (MDD)

Major depressive disorder (MDD) is a highly prevalent(1) mental disorder and a leading
source of disease burden worldwide(2). Epidemiological studies estimate 12-month and
lifetime prevalence of MDD in Canada to be 4% and 10.8% respectively(3). MDD is
expected to be the second greatest cause of disability by 2020 and has been shown to
cause significant morbidity, affecting people’s ability to work, function in relationships, and
engage in social activities. Moreover, MDD increases the risk of suicidal ideation,
attempted suicide, and death by completed suicide.

Prospective longitudinal studies of patient samples show that MDD is a chronic illness,
characterized by remitting and recurrent depressive episodes (4, 5). A major depressive
episode is characterized by a low mood or an inability to experience pleasure
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(anhedonia), or both, for more than 2 weeks, combined with several cognitive and
vegetative symptoms and the occurrence of distress or impairment(6).

Drugs currently available to treat depression can mostly be categorized having their main
effect of increasing synaptic levels of the monoaminergic neurotransmitters. These
include drugs that elevate norepinephrine (NE) (the tricyclic or tetracyclic antidepressants
[TCAS]), those that increase serotonin (5-HT) (the selective serotonin reuptake inhibitors
[SSRIs]), and those that increase both NE and 5-HT (the monoamine oxidase inhibitors
[MAOQISs], and the norepinephrine and serotonin reuptake inhibitors [SNRIs](7, 8). While
all antidepressants achieve similar levels of efficacy, treatment failures are relatively high
ranging from 30 to 60%(9). Additionally, many of these compounds are associated with
significant adverse events (AEs).

3.2 GeneSight Psychotropic (GEN)

The GeneSight Psychotropic (GEN) product is a pharmacogenomic decision support tool
that helps clinicians to make informed, evidence-based decisions about proper drug
selection. More specifically, patients are tested for clinically important genetic variants of
multiple pharmacokinetic and pharmacodynamic genes that affect a patient’s ability to
metabolize, tolerate or respond to medications.

GEN individualizes psychotherapeutic selection and improves response to psychotropic
medications by measuring nucleotide variations in eight genes: CYP1A2, CYP3A4,
CYP2B6, CYP2C9, CYP2C19, CYP2D6; SLC6A4, and HTR2A. Results are analyzed
using proprietary algorithms to recommend the selection and dosing of the 33 most
commonly prescribed Health Canada approved antidepressant and antipsychotic
medications (see Appendix |) including a full representation of the SSRI and SNRI drug
classes. Tricyclic antidepressants, an MAOI, and typical and atypical antipsychotics are
also represented. The test generates a report for each patient that stratifies
antidepressant and antipsychotic medications into one of three “bins”. “Green bin”
medications — use as directed, “Yellow bin” medications — use with caution, and “Red bin”
medications — use with increased caution and more frequent monitoring. Clinicians
receive the easy to implement report within three days of sample collection, which is
among the fastest responses in the personalized medicine industry.

The clinical utility of GEN has been evaluated in three previous prospective trials. Hall-
Flavin et al.(10) reported the results of an open-label pilot study (n = 44) comparing GEN
to treatment as usual (TAU) without the benefit of pharmacogenomic testing. The GEN
guided arm demonstrated a 30.8% improvement in the 17-item Hamilton Depression
Rating Scale (HAM-D17) score by the end of the 8 week treatment period, compared to
an 18.2% improvement in the TAU arm (p = 0.04). Results of the larger (n = 165) open-
label trial(11) mirrored these findings, demonstrating a 46.9% improvement in HAM-D17
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score in the GEN arm, compared to a 29.9% improvement in the TAU arm (p < 0.0001).
The third trial used a randomized, double-blind trial design (n = 51)(12). Due to the small
sample size, the trial was underpowered to detect a significant difference in improvement
between the two arms (TAU and GEN). However, effect sizes of improvement reflected
those seen in previous trials. The GEN group experienced a 30.8% improvement in HAM-
D17, compared to 20.7% in TAU. Odds ratios for response were calculated, showing that
GEN-guided participants had a 2.14 times greater likelihood of response compared to
TAU participants, which was similar to the 4.67 (smaller trial) and 2.06 (larger trial) odds
ratios calculated for the other two earlier studies.

The GEN test can also predict those patients with greater healthcare utilizations, disability
days, and other events who were prescribed psychotropic medications whose metabolism
and brain responses are not optimally matched with the individual’s genetic profile(13).

3.3 Enhanced-GeneSight Psychotropic (E-GEN)

The current GEN test lacks predictive genes for a major complication of antipsychotic
drug use: antipsychotic-induced weight gain (AIWG).

An enhanced version of the GEN test, E-GEN, was developed by incorporating 6 new
genes (represented by 7 SNPs) patented by CAMH and licensed by Assurex that are
predictive for AIWG, to those used in the GEN algorithm (Table 1). An increasing risk
level associated with AIWG is estimated by an increasing number of risk genotypes that
a given patient possesses among the 7 SNPs.

Table 1. Antipsychotic-Induced Weight Gain Markers. MC4R, melanocortin 4
receptor; CNR1, cannabinoid receptor 1; NPY, neuropeptide Y; GCG, glucagon-like
peptide 1 gene; HCRTR2, orexin/hypocretin receptor 2; NDUFS1, NADH dehydrogenase
(ubiquinone) Fe-S protein 1.

Gene Polymorphism

MC4R Rs489693

CNR1 Rs806378

NPY Rs16147

GCG Rs13429709
Rs3134701

HCRTRZ | Rs4142972

NDUFS1 Rs6435326

3.4 Study Rationale
Previous studies utilizing an open-label design have shown significant improvement in

patient outcomes following use of the GEN test(11). However, although effect sizes were
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similar to those seen in the open-label studies, a small (n = 51) blinded, randomized
controlled trial(12) (RCT) did not detect a statistically significant outcome. Therefore, the
first rationale for this trial is to utilize a double-blinded RCT design to replicate previous
findings of improvement in clinical outcomes in participants treated with the benefit of
GEN testing. Another rationale for this study is to determine the added benefit of using
E-GEN testing, as compared to GEN testing, to guide treatment selection based on
pharmacogenomic information. Furthermore, this trial also intends to develop an
evidence-based case for the value of GEN and E-GEN to Canadian healthcare payers.

It is expected that results from this trial will be used to inform guidelines for the use of
pharmacogenomic testing in the treatment of MDD. Results may also be shared with
regulatory bodies in Canada and abroad.

3.5 Choice of Comparators

The comparator chosen for this study is treatment as usual (TAU) which provides a “real
world” comparison of standard of care with patients who receive GEN or E-GEN test
results.

4.0 OBJECTIVES

4.1 Hypothesis

GEN and E-GEN reduces MDD symptoms and is more cost-effective than TAU for
patients suffering from MDD and having had — within the current episode — an inadequate
response to at least one psychotropic medication included in GEN. Furthermore, E-GEN
improves predictions of patients’ clinical responses and provides greater clinical utility as
compared to GEN.

4.2 Primary Objectives

The first primary objective of this study is to compare the efficacy of GEN to TAU in
improving response to psychotropic treatment in outpatients suffering from a major
depressive disorder (MDD) and having had — within the current episode - an inadequate
response to at least one psychotropic medication included in GEN.

The second primary objective for this study is to validate the utility of the new CAMH
markers and demonstrate the superior predictive capabilities and greater clinical utility of
E-GEN as compared to GEN.

4.3 Secondary Objectives

To compare the three intervention alternatives (GEN, E-GEN, and TAU) with respect to:
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e MDD symptoms;

e Changes to initial prescribing based on availability of pharmacogenomics data;
¢ Response rates to psychotropic medication;

¢ Remission rates;

e Time to response/remission;

¢ Medication side effects, including weight gain;

e Health-related quality of life;

e Physician’s attitude and experience to DNA testing;

e Healthcare resource utilization and productivity losses;

e Total estimated healthcare costs associated with the treatment and management
of patients;

o Cost-effectiveness of the GEN and E-GEN technology relative to TAU

5.0 TRIAL DESIGN

This study is designed as a three-arm multi-centre, double-blind (participants and raters),
randomized controlled trial to compare the clinical and economic outcomes of GEN, E-
GEN and TAU for patients suffering from a MDD and having had — within the current
episode - an inadequate response to at least one psychotropic medication included in
GEN. Participants will be randomized in a 1:1:1 ratio to each of the three treatment arms.

6.0 METHODS: PARTICIPANTS, INTERVENTIONS, AND OUTCOMES

6.1 Study Setting

This study will be conducted in an outpatient setting. Participants will be recruited from
academic and community hospital outpatient clinics, family health teams and primary
health care clinics in Ontario.

6.2 Eligibility Criteria

Patients meeting the following criteria will be approached for study enrollment:
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6.2.1

6.2.2

Inclusion Criteria

. 18 years of age or older;

. Suffer from a Major Depressive Episode meeting Diagnostic and Statistical Manual

of Mental Disorders, Fourth Edition, Text Revision (DSM-IV-TR) criteria;

Have had an inadequate response within the current episode to at least one
psychotropic treatment (listed in Appendix |). Inadequate response is defined as
inadequate efficacy after 6 weeks of a psychotropic treatment or discontinuation of
a psychotropic treatment due to adverse events (AEs) or intolerability;

. Have each a screening and baseline score on the 16-item Clinician Quick Inventory

of Depressive Symptomatology (QIDS-C1) and 16-item Self-Report Quick
Inventory of Depressive Symptomatology (QIDS-SR1e) rating scales = 11;

Be able to understand the requirements of the study and provide written informed
consent to participate in this study;

Agree to abide by the study protocol and its restrictions and be able to complete
all aspects of the study, including all visits and tests.

Exclusion Criteria

Any of the following conditions are cause for exclusion from the study:

1.

Patients posing a serious suicidal risk and/or in need of immediate hospitalization
as judged by the Investigator;

Patients with a diagnosis of Bipolar | or Il disorder;
Patients with a current Axis | diagnosis of:

e Delirium

e Dementia

¢ Amnestic and/or other cognitive disorder

e Schizophrenia or other psychotic disorder;

Patients having experienced hallucinations, delusions, or any psychotic
symptomatology within the current depressive episode or during prior depressive
episodes;

Patient is currently in an inpatient facility;

Patients with a history of hypothyroidism unless taking a stable dose of thyroid
medication and asymptomatic or euthyroid for at least 6 months;
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7. Patients who meet DSM-IV-TR criteria for any significant current substance use
disorder;

8. Patients with:

¢ hepatic insufficiency (three times the upper limit of normal (ULN) for
aspartate aminotransferase (AST) and/or alanine aminotransferase
(ALT)); liver transplant recipient; cirrhosis of the liver;

¢ malignancy (except basal cell carcinoma) and/or chemotherapy within 1
year prior to screening; malignancy more than 1 year prior to screening
must have been local and without metastasis and/or recurrence, and if
treated with chemotherapy, without nervous system complications;

¢ significant unstable medical condition or life threatening disease with
anticipated survival of less than 6 months;

¢ need for therapies that may obscure the results of treatment and/or of the
study;

9. Participation in another clinical trial within 30 days of the screening visit;
10. Anticipated inability to attend scheduled study visits;

11.Patients who in the judgment of the Investigator may be unreliable or
uncooperative with the evaluation procedure outlined in this protocaol,;

12.Patients with a history of prior pharmacogenomic testing;

13.Any change in psychotropic medication (including change in dosage) between
screening and baseline;

14.Patients currently receiving electroconvulsive therapy (ECT), deep brain
stimulation (DBS) or transcranial magnetic stimulation (TMS) treatments, or
currently scheduled to receive maintenance treatments of ECT, DBS, or TMS
during the course of the study;

15. Patients who self-report to be pregnant or lactating;

16.Patients with a history of gastric bypass surgery

7.0 INTERVENTIONS

7.1 Interventions

7.1.1 GeneSight Psychotropic (GEN)

Patients randomized to the GEN group will have buccal swabs of their cheeks taken by
the clinician and mailed to the Assurex Health Ltd. (ARx) pharmacogenomics lab in a
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secure envelope labeled with a unique identifier to ensure accuracy and validity. Once
received, the pharmacogenomic laboratory will analyze the sample and determine the
patient’s genotypes and corresponding phenotypes for each of the genes tested on the
GEN panel. These phenotypes will provide a clear picture of how functional each gene
is with respect to drug metabolism (for CYP450 genes) and/or drug response (for
neurotransmitter transporter and receptor genes).

After laboratory testing is complete and phenotypes are assigned, GEN technology
categorizes the green, yellow, or red status of each drug and which footnote(s) will
accompany each drug. This is accomplished by integrating the genetic data with the
pharmacology for each medication on the GEN panel (see Appendix I), and incorporating
data gleaned from Health Canada-approved labels and published literature.

Within three days of sample receipt at the laboratory, results are returned via the
GeneSight clinician portal to the treating clinicians in the form of an interpretive report that
categorizes medications into three independent bins titled “Use as Directed”, the Green
Bin, “Use With Caution”, the Yellow Bin, and “Use with Increased Caution And With More
Frequent Monitoring”, the Red Bin. Medications in the Green Bin are least likely to be
affected by genetic polymorphisms identified in the tested individual. Medications in the
Yellow Bin are at risk for gene-drug interactions that may necessitate alternative dosing
or medication selection. Medications in the Red Bin are at higher risk for a gene-drug
interaction that may necessitate alternative dosing or medication selection. Guided by
these results, the treating physician may decide to modify a participant’s psychotropic
medication selection, dose, dose regimen and/or number of medications.

7.1.2 Enhanced GeneSight Psychotropic (E-GEN)

All procedures for patients randomized to the E-GEN arm will be the same as for patients
randomized to the GEN arm except that for E-GEN, the pharmacogenomic laboratory will
also analyze each patient’s genotypes and corresponding phenotypes for the 7 CAMH
markers for AIWG. The treating clinicians will receive an interpretive report that reflects
all of the E-GEN genes.

Guided by the results from E-GEN, the treating physician may decide to modify a
participant’s psychotropic medication, in terms of type of medication, dose, dose regimen
and/or number of medications.

7.1.3 Treatment as Usual (TAU)

Patients randomized to the TAU arm will also have their DNA collected and a
pharmacogenomics-based interpretive report will be generated using GEN testing.
However, this report will not be shared with the treating clinicians until up to 28 days prior
to the completion at 12 months of the study at which point the report will be provided to
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the participant by the treating clinician. Therefore, patients in this arm will receive clinical
treatment as usual, without the use or knowledge of genotyping results by their treating
clinicians.

7.2 Modifications

At any time point, clinicians can modify a participant’s medication based on their clinical
judgment. Any switch or change in medications will be recorded on the CRF accordingly.

Women of childbearing age are advised to use a method of birth control during the course
of the study. If they intend to get pregnant during the course of the study, then they should
advise their primary care physician and/or psychiatrist to ensure that the
pharmacotherapy being prescribed can be assessed for safety in pregnancy.

7.3 Concomitant Care

During the study, patients will be allowed to use concomitant medications at the
Investigators’ discretion. The dose and dose regimen of concomitant medications will be
recorded on the CRFs.

8.0 OUTCOMES
8.1 Primary Outcome Measure

8.1.1 17-ltem Hamilton Depression Scale (HAM-D17)

The primary outcome will be the mean change in the HAM-D17 score between baseline
and 8 weeks. The HAM-D17 assesses mood, feelings of guilt, insomnia, agitation or
retardation, anxiety, weight loss and somatic symptoms(14-16) (see Appendix Il).

8.2 Secondary Outcome Measures
8.2.1 Clinical Outcome Measures of MDD Symptoms and Medication Side Effects

i. 16-ltem Self-Report Quick Inventory of Depressive Symptomatology (QIDS-SR16)

The QIDS-SR16 is a patient reported measure designed to assess the severity of
depressive symptoms(17, 18). The scale assesses the nine DSM-IV criteria
symptom domains for major depression: sad mood, concentration, self-outlook,
suicidal ideation, involvement, energy/fatigability, sleep disturbance (4 items:
initial, middle, late insomnia, and hypersomnia), appetite/weight
increase/decrease (4 items), and psychomotor agitation/retardation (2 items) (see
Appendix IlI).

i. 9-ltem Patient Health Questionnaire (PHQ-9)

CONFIDENTIAL
EXCITE-013304-ARX1009 v1.5 Page 21 of 81 2 May 2017



The PHQ-9 consists of nine questions, rated 0—3 according to the increased
frequency of difficulty experienced in each area covered. Scores are self-rated by
patients, with a possible range of 0—-27, are summed and can then be interpreted
as follows: no depression (0), minimal (1-5), mild (6-9), moderate (10-14),
moderately severe (15—19), or severe (>20) depression (see Appendix V).

iii. Generalized Anxiety Disorder 7-ltem (GAD-7) Scale

The GAD-7 is a brief measure of symptoms of anxiety, based on diagnostic criteria
described in DSM-IV(19). It consists of seven questions and is calculated by
assigning scores of 0, 1, 2, and 3, to the response categories of “not at all”, “several
days”, “more than half the days,” and “nearly every day,” respectively (see

Appendix V).

iv.  Clinical Global Impression (CGl)

The Clinical Global Impression Scale (CGl) is a brief clinician-rated instrument that
consists of three different global measures (see Appendix VI):

e Severity of illness: overall assessment of the current severity of the patient's
symptoms (CGI-S);

¢ Global improvement: overall comparison of the patient's baseline condition with
his current state (CGl-I);

e Efficacy index: overall comparison of the patient's baseline condition to a ratio
of current therapeutic benefit and severity of side effects (CGI-El).

v. Changes to initial prescribing based on availability of pharmacogenomic data

The influence of pharmacogenomic data on a physician’s initial prescription for
both GEN and E-GEN will be evaluated by documenting the psychotropic
medication prescribed before the availability of the pharmacogenomics data. This
will be compared to changes (if any) to the physician’s prescription when
pharmacogenomics data becomes available.

vi. Response Rates to Psychotropic Medication

A responder is defined as a participant who satisfies the following criteria:
e HAM-D17: a 50% change from baseline in total scale score;

Vii. Remission Rates

A remitter is defined as a participant who satisfies the following criteria:
e HAM-Di7=7;

viii.  Time to response or remission
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Time to response or remission of depressive symptoms over 8 weeks and 12
weeks, and maintenance of response/remission up to 12 months as measured by
the HAM-D17.

ix. Udvalg for Kliniske Undersogeler (UKU) Side Effect Rating Scale

The UKU side effect rating scale, which is available as a patient self-rated
assessment, is a comprehensive scale designed to assess the side effects in
patients treated with psychotropic medications (see Appendix VII).

X.  Frequency, Intensity, and Burden of Side Effects Ratings (FIBSER)

The FIBSER is a reliable and valid self-rated global measure of these three
domains of side effects (frequency, intensity, and burden) in a population receiving
treatment for depression (see Appendix VIII).

xi.  Weight Gain

The side effect of AIWG will be evaluated by measuring study patients’ weight and
waist-to-hip ratio at baseline and at every visit.

xii.  Medication Compliance

Medication compliance or adherence will be evaluated using two validated
questionnaires, the Morisky 8-item medication adherence scale and the Brief
Adherence Rating Scale (BARS), as well as prescription filling frequency between
study visits to evaluate persistence and to validate costs of medication use(20-24).

8.2.2 Clinical Outcome Measures of Health Related Quality of Life

i. EuroQol (EQ-5D-5L)

The EQ-5D is designed for self-completion and assesses health across five
domains: mobility, self-care, wusual activities, pain/discomfort, and
anxiety/depression. In the 5-level versions of EQ-5D (EQ-5D-5L), each domain
has five levels of severity; health ‘today’ is assessed (See Appendix 1X). The EQ
Visual Analogue scale (EQ VAS) is a single 20 cm vertical visual analogue scale,
with a range of 0 to 100, where 0 is the worst and 100 is the best imaginable health.

ii. Short Form (36) Health Survey (SF-36)

The SF-36 is a generic health status profile measure, consisting of eight
dimensions: physical functioning, role-physical, bodily pain, general health, vitality,
social functioning, role-emotional and mental health(25). These eight dimensions
produced separate scores by taking a simple summation of individual item
responses, and applying a linear transformation, in order to place them onto a 0 to
100 scale (see Appendix X).
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8.2.3 Economic Outcome Measures

i. Healthcare Resource Utilization and Productivity Losses

Resource utilization and productivity losses incurred by GEN, E-GEN and TAU
patients will be captured throughout the study. Information to be collected
includes: physician visits (general practitioners, psychiatric, and other specialties),
hospital utilization (psychiatric 